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DETAILED ACTION 

1. A request for continued examination under 37 CFR 1.114, 
including the fee set forth in 37 CFR 1.17(e), was filed 2/20/08 
in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 
1.114, and the fee set forth in 37 CFR 1.17(e) has been timely 
paid, the finality of the previous Office action has been 
withdrawn pursuant to 37 CFR 1.114. Applicant's submission 
filed on 12/20/07 has been entered. 

Claims 29 and 30 have been amended. 

Claims 1-10, 12, 14-15, and 17-30 are pending. 

Claims 1-10, 12, 14-15, and 17-28 stand withdrawn from 
further consideration by the examiner, 37 CFR 1.142(b), as being 
drawn to a non-elected invention. 

Claims 29-30 are being acted upon. 

2. The rejection of the claims under 35 U.S.C. 112 second 
paragraph, and under 112 first paragraph for new matter are 
withdrawn in view of Applicant's amendment to the claims. 

3. In view of Applicant's amendment, the rejection of the 
claims under 35 U.S.C. 112 first paragraph for lack of 
enablement is withdrawn. However, Applicant's arguments 
relevant to the new grounds of rejection will be addressed 
below . 

4. The following are new grounds of rejection. 

5. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and of 
the manner and process of making and using it, in such full, clear, concise, 
and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same 
and shall set forth the best mode contemplated by the inventor of carrying out 

1. Claims 29-30 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the enablement requirement. 
The claim (s) contains subject matter which was not described in 
the specification in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly 
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connected, to make and/or use the invention. Specifically, the 
specification provides insufficient evidence that the claimed 
method could function to treat conditions where 
hyperinsulinaemia and insulin resistance are present by 
administering an antibody capable of binding an anti-T cell 
receptor antibody and a GPI linkage epitope. 

The specification disclosure is insufficient to enable one 
skilled in the art to practice the invention as claimed without 
an undue amount of experimentation. Undue experimentation must 
be considered in light of factors including: the breadth of the 
claims, the nature of the invention, the state of the prior art, 
the level of one of ordinary skill in the art, the level of 
predictability of the art, the amount of direction provided by 
the inventor, the existence of working examples, and the 
guantity of experimentation needed to make or use the invention, 
see In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404 (Fed. Cir. 
1988) . 

In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 
1970) states, "The amount of guidance or direction needed to 
enable the invention is inversely related to the amount of 
knowledge in the state of the art as well as the predictability 
in the art." "The "amount of guidance or direction" refers to 
that information in the application, as originally filed, that 
teaches exactly how to make or use the invention. The more that 
is known in the prior art about the nature of the invention, how 
to make, and how to use the invention, and the more predictable 
the art is, the less information needs to be explicitly stated 
in the specification. In contrast, if little is known in the 
prior art about the nature of the invention and the art is 
unpredictable, the specification would need more detail as to 
how to make and use the invention in order to be enabling" (MPEP 
2164.03). The MPEP further states that physiological activity 
can be considered inherently unpredictable. With these 
teachings in mind, an enabling disclosure, commensurate in scope 
with the breadth of the claimed invention, is reguired. 

The instant method involves treating conditions wherein 
hyperinsulinaemia and insulin resistance are present by 
administering an antibody that binds to an anti-TCR antibody and 
a GPI linkage epitope. The instant specification demonstrates 
that said antibodies bind to alpha cells and modulate insulin 
secretion. The specification further demonstrates that said 
antibodies are present in patients with IDDM. The instant 
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specification states on pg. 36 that the injection of the 
antibody will be designed to prevent the development of 
autoantibodies of the same specificity by a feedback mechanism 
suppressing existing B cells, or by an idiotypic network of 
antibody development giving rise to protective mechanisms. 
Thus, the claimed invention involves administration of a 
supposedly pathogenic autoantibody, in order to invoke a 
suppressive anti-idiotypic response that suppresses the 
generation of said pathogenic autoantibodies. WO 2007/01786 (of 
record) demonstrates that administration of peptide fragments 
consisting of the CDR regions of autoantibodies that binds to an 
anti-TCR antibody and a GPI linkage epitope improve glycemic 
control in subjects with type II diabetes. WO 2007/01786 
teaches that the peptides function to induce antibodies that 
specifically bind to the pathogenic autoantibodies aiding in 
their removal. 

However, the instant claims are drawn to a method of 
treatment comprising administering an intact antibody, or an 
antigen binding fragment thereof such as a Fab fragment. This 
is different than administering a non-antigen binding CDR 
peptide, as is shown to be effective in WO 2007/01786. The CDR 
region of an intact antibody is a very small part of the overall 
structure of an antibody. For example, administration of an 
intact antibody, particularly across species, results in a 
complicated range of anti-isotype and anti-allotype 
specificities, in addition to anti-idiotypic specificities (see 
Skaletsky, page 4) . Thus, the intact antibody might not 
function to generate a sufficient idiotypic response which is 
essential for removal of the pathogenic autoantibodies. 

Furthermore, given the fact that the claimed treatment 
involves administering the supposed pathogenic antibody, it 
seems extremely unpredictable as to whether the antibody would 
be able to function in a suppressive feedback mechanism, as 
asserted by Applicant, without itself also inhibiting insulin 
production and exacerbating diabetes. For example, in SLE it is 
known that CDR peptides derived from anti-DNA autoantibodies 
suppress generation of said autoantibodies and inhibit disease 
(see Luger et al . ) . In contrast, Luger et al . teach that 
administration of the intact pathogenic autoantibody itself 
results in disease exacerbation. Thus, based on the state of 
art, it is apparent that it is extremely unpredictable as to 
whether an intact pathogenic autoantibody can function to 
suppress autoimmune disease in the same manner as a CDR peptide 
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derived therefrom. Thus, the instant specification must provide 
a sufficient and enabling disclosure commensurate in scope with 
the instant claims. However, the instant specification does not 
provide any working examples demonstrating the effectiveness of 
administering the antibodies in generating suppressive feedback 
mechanisms or treatment of disease. Accordingly, the method as 
broadly claimed must be considered highly unpredictable. Given 
said unpredictability, the method of the instant claims must be 
considered to reguire undue experimentation. 

Applicant's arguments, and the declaration of Inventor 
Matossian-Rogers, filed 12/20/07, have been fully considered, 
but they are not persuasive. 

Applicant argues, and the declaration of Matossian-Rogers 
states that those working in the field would expect that an 
entire antibody molecule would be at least as good as a short 
CDR peptide at generating neutralizing antibodies. 

However, as noted above, immunization with an intact 
antibody results in a complicated range of anti-isotypic and 
anti-allotypic specificities, in addition to antibodies specific 
to the idiotypic or CDR regions. Thus, it is not clear that 
administration of an intact antibody would be as efficient in 
generated antibodies specific to the CDR regions, which is 
essential for neutralization of the pathogenic antibody. 

Applicant further argues, and the declaration of Matossian- 
Rogers states that the administration of the pathogenic antibody 
would not be expected to worsen the patients condition, since 
the dose would be small. Additionally, Applicant asserts that 
the use of claimed antibodies is analogous to the treatment of 
rheumatoid arthritis with anti-CD52 antibodies and to 
administration of pathogenic anti-D antibody to Rh negative 
mothers . 

As an initial matter, it is noted that the instant claims 
are not limited to administering a small dose of said pathogenic 
antibody. Furthermore, it is the Examiner's position that the 
administration of the pathogenic anti-TCR antibody is not 
analogous to the administration of anti-CD52 antibodies or anti- 
D antibodies, as asserted by Applicant. Anti-CD52 antibodies 
are administered to deplete T and B cells in patients with 
rheumatoid arthritis. Said anti-CD52 antibodies are not 
pathogenic autoantibodies themselves, as in the case of the 
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present invention. Furthermore, regarding anti-D antibody 
administration to Rh negative mothers, said antibodies are 
therapeutically administered at a dose calculated so as to bind 
to and deplete Rh+ cells that are found in the mothers 
circulation, leaving very little antibody that could potentially 
cross the placenta and act in a pathogenic manner in the fetus. 
In contrast, the instant invention involves administration of a 
pathogenic insulin modulating antibody in order to induce 
suppressive feedback mechanisms, and said antibody will directly 
be exposed to the endogenous autoantigen in the individual. 
This situation is most analogous to the experiments described 
above by Luger et all involving administration of intact 
pathogenic autoantibodies, or peptide CDR regions derived 
therefrom. Luger et al . demonstrate that CDR peptides derived 
from pathogenic autoantibodies suppress autoimmune disease, 
while in contrast, administration of the intact pathogenic 
autoantibodies themselves exacerbates disease. Thus, based on 
the state of art, it is apparent that it is extremely 
unpredictable as to whether an intact pathogenic autoantibody 
can function to suppress autoimmune disease in the same manner 
as a CDR peptide derived therefrom. Applicant has not provided 
any evidence that administration of an intact pathogenic 
autoantibody can function to induce suppressive feedback 
mechanisms and inhibit disease. 

6. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Amy E. 
Juedes, Ph.D. whose telephone number is 571-272-4471. The 
examiner can normally be reached on 8am - 5pm, Monday through 
Friday. 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Eileen O'Hara be 
reached on 571-272-0878. The fax phone number for the 
organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval 
(PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic 
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Business Center (EBC) at 866-217-9197 (toll-free) . If you would 
like assistance from a USPTO Customer Service Representative or 
access to the automated information system, call 800-786-9199 
(IN USA OR CANADA) or 571-272-1000. 



Amy E. Juedes, Ph.D. 
Patent Examiner 
Technology Center 1600 
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Primary Examiner, Art Unit 1644 



